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Usual Dosage: See package insert for full prescribing
information.

Store at controlied room temperature, between
15° to 30°C (59° to 86°F).

_ Dispense in a tight, fight-resistant container as defined

in the USP, with a child-resistant closure (as required).

KEEP THIS AND ALL MEDICATIONS OUT OF THE -
REACH OF CHILDREN. TP Iss. 5/98
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TEVA PHARMACEUTICAL IND. LYD.
Jerusalem, 91010, israel
Manufactured For:
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DESCAWTION
S0BIOH YGIOCHIONON 1§ an DTG Snuy weth Class H (beta-acrenorecaptor

hydroptuix. solubl mn-r owmwm bt 15 only shightly 5o
ubie N Y1 |-N~|41Hry¢my~z {(r

as U lohowing structure:

CHySO0;NH —O—cmom- CHNHCHICHy) 2 HCI

Crrian™ D48 + MO MW m“l"
£2ci tabiet ‘o el Wmavsiribon, contsing 80 mg™120 mg, 160
2 S0%2lol Hydroctionde. In acdition, sach Bbiet Qe the foRowng inacive
INGragients: Com Starch. lactes monohydnae,
FORC biue No. 2.

bt

ity. The beta blocking sffect of sotalol is non-cardioselective, hall maximal 3l about
80 mo/ay and maxmal at doses betwesn 320 and 540 mo/day. Sotalal does ot
have partisl 3ponist or membrang sabiknng acthity, ARhough ¢

Dlockade occurs at orsl Soses as low as 25 my, Class Jii sffects are seen only at
taily doses of 160 mg and above.

Bectrephysiolegy: Sotaiol prolongs !he plaieau phase of the cardiac 3cUon poten-
Bal in the isolated myocyts, 13 welt 25 in isolated ssus pregarstions of ventricular
w;nammmauuamm I intact sremals it slows heart rats, decreases
AV nodel e of
mmmwmm

in man, the Class |1 (dsta-tiockads) slsctrophysiological o
itastad by inCredsed sinus cycls iength (siowed heart rate). decreased AV nody
wnd i AV nooal Chss

¥

period of srist muscle, ven-
CUISr MUSLIe, a0 atrio-ventricular 3CCESS0rY PIIVEYS (WHTS Present) in both
and i With oral dosas of 160 10 640 mgydey,

4 hours, anc S183CY-STalk D1asMa CONLANTADONS 2 Jrtained witfun 2 !0 3 days
{16, 2NBF S 105 00585 when AOMIKSIEIEC hnca Gy} Over 1w 003208 DS 160
10 640 M/Bay 30tw0l NYSrOChIONGE BISDIIYS 305 JTOPODONAIY With rE3pect 10
ﬁsmawmm& Distnbubon occurs to 3 contra) {Masma) and 10 3 penph-
wth 3 mean hatt-irle of 12 hours. Dosng every 12
vmnnmnMpmm wiuch 2re app! ly one-half of
hoss 3t peak.
wmwmnpmnmwamm
very iftie intarsublect variability in plasma levels. m
| of sotalol are identical.  Sowalol
o8 the dlood brain barmer poorly. Excretion is predominantly via the kidney in the
unchanged fonm. and Mreiors SOWST JOSES a8 NECESSATY In conditions of
mwmn(uom . AQE per 54 Goes Nt
cantly st the sotalol lmmrllmdhm-
60N 1N QIAIIC PIDANTS N INC7EaE4 he tarminal eliminaiion halt-ife. Rmuting in
e of sotalcl was reduced by approsd-

ii

et Show nO JHETILON i Clearance

BIDICATIONS AND USAGE

Sotalol frydrochiorde Bbists are indicatsd for the inatment of documentsd ver-
i that In e judg-

ment of prosrhythmic sftects of

VINF in patients with sither NSVT or aThythenias, i use in
pationts with iess Levers anhythmias, # e pAAnt 38 Fymplomaiic, is gon-
arally not recommended. Traatment of patients

makun contractions should be

Inttision of sotaial treatment o INCTIaEING J00NS, 38 With ober

pents LIed 10 trext M- threatening should be carried out in the hos:

aThythwmiss,
pital. The reeponss 10 trestmant Should then be svalusied by & suitable method
(0.9.. PES or Hotier mONADANG) prior 10 continuing 1w pelient on chronic therapy.
matartyenc

mwm(n-zsmmmnmmmmw

With SOtaiol, the Jverage defibritalory threshold wes 6 joules (range 2 1o 15
joules) compared 10 3 maan of 18 joules fOr 2 AON-TANGOMIZEG COMPBArative Qroup
PRMTily TECHVING Miodarons.

achy-

um(smwwammm & madian doss Of 160 mg twice daily of
i heart rate and 3 24% decrease
nnmmnzmmmnm Concurrenty. sysismic
Vascular resistance ang stroks increanes of 25%
ml's.mm mmwmmm
ummmmu-mmhmnmmmmnm One
patient was use of heart tailure. Mt
mpmn.mmm:mupmmmmmum

nduced

sipnificantly change. Exarcise and isoprotersnol achycardis are antago-
nized by sotalol, 3nd Iotal peripharal rSistance inCreases by 3 small Imount.

non-sustained

through 640 mg/day with 80 to 65% of patients having at lsast & 75
VPCs. Sotalol was 2350 superior, a1 the dosss svihuaied, 10 propranclol (40 10 80 mo
TID} and simitar 10 quinidine (200 10 400 mg 0ID) in reducing VPCs. In patiens
with ie-thrasmning

had proven iraciony 10 0T aier-
responss by Holer monitoring was defined 2s in ESVEM.
Responss by PES was defined a8 non ity of VT by ot feast dou-

in pationts with *0a-iis- ventricelsr wThyhemise, 1
W 103 wesis 3er sCwis mpscardiol iutorcticn. Patisats la CAST | wore ree-
domired t mcaive placebe o ladividuaily splimized dosss of sacainide, e

(VIAF), sotalol was studied acutsly [by Suppression of programmed sectrical CAST | was Siecontizned 3M0r 50 Sverage Hme-or-ashmest of 10 monthe, snd
mm(nsmwwnmmummmu CAST 8 woe Slacontiasnd S/0r 00 Everage Ume-on-irestment o 18 months. As
sustainad VT] and., in aculs responders, chronically. COmpIred (0 piaceds VOO, 3t Tree 3CHve NaTapiss WO STcisted Bl
" comgarison of sotaol 300 1o thertlorm (14-doy) moriafty. aed oncaieids ved Becaiaide wery
eravaoously (1l of 2 G/ OGOl IR VL. 19 MOAG Of MOCMIIAIGE g peeptore mortaiy (ot sssecisied wih maricizies irvobest coud a0t b0
procainamide (3~0.2) Sabsicaly istapuisded om thal useciaied Wl placede.
Sway Ve mmdn;m«:ﬂn.:&norﬁl(u.m-znnm
: w0 aniierThytviic 300nts is uncortain.
mmnm(;mmym m(h’;mwnmmgg Sotot s devl of s | #ech. w1 3 e (1.456) coneded 1
:-mnmmamdmdwmm‘.mm% U arthyth "“"'“”' mioride thd 1t BrOO wm"‘“.
‘onugs 3 k4 nd G0sas up 10 320 mo/dey (see CLIMCAL PHARMACOLOGY, Chinleal Actiens). On
pirmenci). Overslh respones, Emited 1o Mrst rANdoMizad ONig, whs 397% for SOt the other hand. in e lerge post-infarction study using 3 noN-Ntrated iniial doss of
and 30% for the povied ohar drugs. ACuB reEponEs rate 1o st Grug NGO 320 mg once

mmmnmwmtmam; MW:‘OWU
less ang 18% receiving 840 mg o more.

with 3 good prognosis.

pointss. 3

wammn-nmmmmuwm

o0 with sotaiol, occurring i about 4% of high riek (history of sustaimd VTAVF)

pationts, The risk of iorsade de pointes wilh

unmm‘mhmmnmu‘mmu-muuh
=) below).

mdnwummdmnmmw
rthiyBwnic event and

[ Dady Dosa (Mg} TRCXeNce Of YOrsaoe o8 Mo Ol |
- . . pointes {msac)
] 089 463 (17)
60 0.5 (832) 267 (181

%0 TE ) |
440 4.4 {459) 483 {234)
540 T 4% (185
640 58 (103) 512 (62)

sxoarsd pOSSHIDlY GrUQ-r8idING. SUCH CaseS. Hmoum JCUN D evawale Ty
ave DIEN 1SS0S WHih DIOAMYTHNNIC SWTES. 1B BRI WD § Nistery o

] of 1013300 08 PoisINS was
€% 306 wersened VT s abovt T I8 J2USSLE wH 0Bar, less 30MIows, ven-
ricaiar we [ ] o -
5300 60 polatas was 1% aad 1.4%. Iapeciively.

Torsade e panNS AThythmas wers 005e elaied. 36 i§ the prolongasan of
QT(QT¢) nenal, as Shown i the tadie Delow.
Porcont Incidencs of Terzade 00 Pelntes 3ad Mesa
QT Wtorvel by Do Foc Pationts Wi Sustained YINVE

{ ) Number of patents assessed
*highest on-therapy value
In 300WON 10 0086 3G Presance of sustained VT, other fisk factors for torsade

Raistloaship Detweos OT¢ kiterval Pralesgatics and

Torsade do Polsine
On-Thenapy QT Wcidence of Change in QT | Incxtncs of
Intarvel (msec) Torsade de ivacvel From Torsade de
pointes Sassling (msec) pointes

las$ than 500 1.3% (17 Joss than 65| 1.6% (1516)

500-525 3.4% (230) 312% (158)

— 555 | se%( # % (146]
%0 | 1"0.3&(15;3 T05-1 W“!“m )

>130 - T1.9% (%)

1) Number ot p3bents 3556880 i

mmmmuwmmnmwmu -
Wi gvery spwand dose ajstment. ProarrhyWiveic svenls oSt ofien ocour

of #w QY inenved (>550 meac)
CIN PROMON Serious MThyRwRiss and should be rvoided (see Prearrhyihmiss
Bowe). wm(mmumwun)mbl:md
mmmmmm,nunm :'L
of pationts. Bradycondia Kself increzsss e rick of Wrsade de poinmes. Sinug
mmmummmmnnmﬂdm
The incidence of 2nd- or 3r9-degres AV biock is approximately 1%.
Roseal Aculs Mt mmuwmmmhmwum
treatment of life-threalening

bie 10 disinguish dstwaen 3 new Of aggraveind ¢ pationts infzrclion. HOWSVSL, Gpaviencs in e Les of sobalol I treat wﬂ:m
fhythn disordet. (Noks, however, that lorsade 8 s umaly 3 i the sarly phasa of /ecovery from acute Mi is lmited and ot least 3t high initi

WWHM#UMW c) Thus, B Inc- Goset 16 N0t reassuring. (See WARIHNGS: Mertaiity.) In the first 2 wesks post-

ence of drug-ralated events cannot be precissly detenmined, 00 St the ocowr- M1 coution is 3vised 3nd Carsius dse itration is sEpecially IMPOrIn, percy-

wm%mumml::u:u' oy i butlnts wih marindly mpaired vantrici

Starting s drug. dus 10 s reguent monkoring. R is caar bom the NN ™ biegs 0r0 roinied bs the bota-blecting ctivily of sotaiel.

CAST (see WARNINGS: Mortality) that SOme aiS/TIYRWAIC Orugs CIn CoUSS Abrupt Wiberowsl: been n
death G 10 ew of 3ySOis, potients withdrywn from beta-blocier Occasionl casss of

hat do rot appesr sedty in Ot that ] L% of anging pectoris, antyBwnias and., in SOMe Cases, infarction hewe

Overal In clinical risls with sotalcl, 4.3% o 3257 petenis Eperienced & new of ;'""""“""'."Ww Sragy. Tarsion, i

WOrsIned ventricules prudent wihen

atywmie. mmt:&mnmwmu—
1% of petents 3d Wreade de

P

ider I tmporary Use of 3n temaie beta-blockar i appropriais. it possidie,
he 008309 of sotalol Iyavoctionide Shousd be Qracuslly IdUCHd over § period of



ON8 I Two wasks. umovmuwynm-\cy
AN MIragy ShoWG be Msttusd Promply.  Pabents snoukd be warned aguinst
nmummnmunmymnnmmxm.
mmqmullmmmmumn
patients recervmg solalal. abrugt GiEcONtiNUAbIon N PAteNtS with anTytwnias
May unmask latent coronary wsufticency.
Ma-Argic Dreachetpssm (5.3. ChHIONKC Dronchilis and smphysems).
PATIENTS WITH SRONCHOSPASTIC MWII GENERAL NOT

LY - -"
Anaphyiazie: Wieie taiong beta-Dlockers., patients with 3 hisiyy of anaphytacsic
mnawdwm“:mmumwm
., other Satens My be
mmnnmmumwmww

The of patents ing MO SUTGRTY” who ar8
oing traated wilh beta-dlockers is controversial. Protractad se%8

Although thers ar no adsquats and well-controlied studies in pragrant women,
sotalal hes Desn ShOwn 10 Crogs the pLacenta. and is found n ammgtic fisd. Thery
has been § report of SubNOMMaI birth weight with sotiol. Therston, sotalol should
be USed Suring pragnancy only it the potarsal beneit outweighs the potsntial risk.
Sotalal i werated in the mik of LboIDrY ahimals and has
Bbeen reponad to be present in human mik. Because of the powntial for acverse
S2CHONS N NUrSing infants from sotakol. 2 deciSon should be Made whether
AurEng or 1 e drug, Laking into acCount T MPOrance
of the drug 10 the mother.
Padiatric LSk, The safsty and ettectivaness of $otalot in pediatric pasients have not
besn estabished.
ADVERSE REACTIONS
Dunwwmmmnnnuumwm amtythimias (1363 with susg-
taned ventncull Bchycardia) receved wmummimmn

] mdm"ﬁ:ﬂli.

and Sficulty in restoning and MAINTINNG NCIMal caniiac Mythm e nesthe-
$ia R2ve besn reportad in patients receing beta-blocksss.

Disheteg: mmmms(wmnumyamamm
of spisodes of SpONtaNecs sotalol shouid be given with causion
mmamumummmmmmmdm
hypoglyceméa: 8.0.. tachycardia

Sick Sies Sysereme: mmummmmnamm
pasants with sick sinus with
mlmqmﬂubrﬂw&.ﬂmwmm

Thyrolazicasis: Bata-biockade may mask cartain :mld 3100 (6.0., Wchycar-
Patients

becaute i
patients in Chnical irials, and in 13% of patients Yeated for 3t Jeast two weeks. The
most common advarss Mactions ading 10 discontinuation of sotalol are 33 fol-
lows: fatigus 4%, bradycardia (less $han 50 bpm) 3%, dyspnea 3%, prosyih-
mia 3%, asthenia 2%, and dizziness 2%.

of slsvalnd serum lhvar enzymes have ocCurTd with Sotaiol

srance study, Evaied bicod glucoss levels and inCressed nsulin requirements
£3n Octus in disbetic patients.

o) of
mumnﬂummmnwmmummm
might be followed by an of ot incug-
ng tyroid stoem.

PRECAUTIONS

Rensl impoirment:  Soteied IS maisly sitmiasied via e Méaeys Dirough
pomeruiar fHtrslien 304 ¥ 0 SMail Segres by tnbuiss seciolion. Them i3 3
diroct reiatioaship Between reasi (unclion, 33 Measured by Jorem Croslinine
o md the 300 of otaiel. Quitance for a9
g ia conditions o) reasl IMpirment 38 4o found wader “DUSAGE AND
MWM'

mm Clags 1a antiarrhytiwnic deugs. such as disopyramide,

230 ba anticipated with the uss of other beta-blocking agents concomitantly with

Digouisy Single and multiple doses of sotalol 60 not substantisly atfect serum
Gigoain levels. Proarriythwnic svenls wers more cOmMONn in S0tiol treatad
Patents aiso receiving Bigaudn; it is not Clear whether this represents a1 interac-
D00 0¢ is relatnd 10 the presence of CHF, 2 known risk tactor for prosriiythmia,
N e IS rICHVING GO,

Caicum biocking drucs: Sotalol should ba sdministersd with caution in con-
Mmmmmmmm»mm-ﬂuum

function. Additionally, concomitant
m-dmdmmwmmmnmumbwmwm.nmn
mmnmmmm

of ’ypownsion and of Marked bradyCardia which may producs Syncops.
insulin and acal, antidiabetics: mmmmummu
INSUBN Or NLARDAYC URUGS MAY MRQuirs adhstm

Qlycamia may be masked.

Bata-2-recacior stimulants: Beta-agonists s1xh a8 sabutamol, Widutaline and
mmmumnummmmmmmm
comitantly with sotakol,

Cloniding: Seta-blocking drugs may potentiais the rebound hypertension som:
BMes obsened it discontinuation of Cloniding; thersfors, mhm
wheh GISCONBNUING Cloniding in palients recsiving sotalol.

Oihar. No phammacokinetic intaractions wers observed with hydrochiorothiarids

of wastarin

Antacids; Adminisiration of sotlol anmnmmmm
oxide and should be avoided bicause it

m.ymmummc._wmmznmm stively and

™e ng table lists As 3 function ot dosage e Most common (Incidencs of

Incigencs (%) of Atverse Events sad Discontinuations
DALY DOSE

ety M0 mg 240 mg 320 myg 400 my 640 mg Amy Dose* % Putionts.
Sylem (nel32) (ne263) (Pm35) (nudSD) (na324) (-|m)o-m
Boty

il
-
e

b3

g
el wanwame
[T .
NRnunCaneZe
e

-
&

~A
NRen N GRNeReReSD e

NUWE @ SRARRNEZZEY wes

! %qg

cawamwa
woasewz3

AmAmant momwaes

AwArmaar
P T

AumNmbe anse3TD
e ssss anaIoRB
A
-3

F‘E‘“!’i?‘

jil
| 4
[SECY. L PTPP
Avhwwa
- D b A -y D = PN RS e
_Amuwe
NN RS
YT -4
A
]

consequenty in 3 25% reduction in the

uummmmrmummmnmnmm o
pharmacodynamics of

mwnmm Sotalol should de adminisiered with caidion
nwwm mmmnmnmumw-u—
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DRUGALabersiery Tos! imerctions
The presence of sotaich in Uw urine may result in hisely slevated levels of unt-
when o mathoos.
PUSpectd of Raving & pheochromagytoma mnd being Irssisd
walh sotaiol. 2 specific 3 higFpeliormancs bguid chromak-
Dpraphic assay with 30iid phase sxtraction (0.9., J. 305:241, 1987}
should be n ;
o Ferilly:
No #videncs of carcinopenic powntal wes observed In lu-mu.
mmarmmmq m mas
mended human o doss (MAHO) a8 mo/ig or nmm:m’w

nmmaummnﬂunllunm
© 750 timas the MRHD 33 mg/g or 36 © umﬁm-w

Sotalol has not besn svaluated i any specific assay of mutagenicity or
ciastogenicity.

occursd in 2% at oral doses of 1000 mg/

i fertidiey
kp/day (approximately 100 timas the MRNO as mg/AQ or 9 Bmes he MAND a8
mwﬂpu«bmm.wma small racuction i e number of offspring

hunnq-rmt : Prograncy Category 8: Reproduction siudies ik

Nt and radbits during organogenesis at 100 and 22 times e MAHD 2 mp/p

<9w1m-nmbnwm respactively, 6id not revesl any teratogenic
il associaled with sofalol HCL in radbits, 3 high dose of sotalol HCI

Sarly resOrpiions was
278 ot ahways predictive of human respones.

.

mmmmm

g
I-i"f’ff‘

bradycardia. CANSac asys1oie, prolongabion of QT interval, 1orsach 30 powtes. ven-
tncutar na '] OSA08 OCCUFS,

memmmnmmm in 20G%ON, i required,
e lolliowing L]

Bracycardis or Alroging, another inerpic  drug. » bets

Cardiac Asystols: PONEL OF FANEVENOUS CINEIC DIONg.

Heart Block (smwnnmm)mammm

. i rater than

HODrOMNGl Of NOrepINEpiVING May be uSeA.

B ing OF Dorsol beta-2-Tacepior SDMulant.

Torsace 0¢ poinies:  DC CARGIOVErSion, trantventous CArtiac pacing. epnepheing,
MagnesIm sultats.

DOLAGE AND

A8 with other agents, £otakol hydrochionde Ehould de inibated and

ATy
Goses increased in 3 houpital with faciites for Cardiag my®wn monitonng wnd
ansessment {300 MDICATIONS AND USASE). wmummm
mmmmmqmm USAGE), and the
of sotaiol ized for sach pabent on the basis
of therapaviic rsponse wu«uu Pum-mmwmwn
indtiation of 1heragy, but 3s0 wilh sach Upward doSA08 GUStMANt.

should be adiusted Qracusiy. sliowing 2 10 3 days
CONCINTIBONE,

MO regimen is usuaily not necessavry.

Crostinies Dosing®
Clesrasce Inlorval
mb/ig {houm)
>80 12
20-5 ]
10-2% 3%~ 4
<10 Dose should be individuslized

-
in botses of 100 and 1000,

Sios 3t controlied room temperaturs, betwesn 15° 1 30°C (58° W 86°F).

mu-mmwuammnnwwam
fesistant cosurs {38 FYquind).
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